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I, Moshe Laudon, declare that: 

1 . I am the same Moshe Laudon named as an inventor on 
the above -referenced patent application . 

2. I received my Ph.D. in neurobiochemistry from Tel- 
Aviv University in 1987. I was a postdoctoral fellow at 
Indiana University School of Medicine, in the Department of 
Physiology and Biophysics from 1987-1990 and followed that 
with a further postdoctural fellowship at the Hebrew 
University in Jerusalem from 1990 - 1992. Since 1992 I 
have been the Director of Research and Development at 
Neurim Pharmaceuticals Ltd. in Tel-Aviv, Israel. A copy of 
my C.V. is attached. 

3. I have read and am familiar with the Office Action 
issued on June 12, 2009, by the U.S. Patent and Trademark 
Office in connection with this application. In that 
Action, the examiner rejected claims 22-42 under 35 U.S.C. 
§103 (a) as unpatentable over U.S. Patent 6, 486, 172, issued 
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to Myers et al . , and U.S. Patent 6,353,015, issued to 
Oxenkrug et al. The examiner asserted that the Myers et 
al . reference teaches that nicotine increases cognition and 
attention and that the Oxenkrug et al. reference teaches 
that melatonin improves cognition and protects against 
neurotoxicity. The examiner further asserted that to use 
combinations of nicotine and melatonin, as set forth in the 
claims of the present patent application, to treat memory 
and cognition impairment would have been obvious because 
each component is well known individually for treating 
those conditions, and it would be expected that the 
combination of nicotine and melatonin would treat these 
conditions as well. 

4. The Myers et al . patent on which the examiner 
relies, in part, in rejecting the claims of the present 
application, is directed to a new group of compounds useful 
as pharmaceuticals to treat cognitive and attention deficit 
symptoms of Alzheimer's Disease or senile dementia. The 
patentees note in column 17 that it is known that nicotinic 
cholinergic pathways control certain aspects of cognitive 
function and that it further is known that nicotine 
increases cognition and attention in humans (column 17, 
second full paragraph) . 

5. The second patent on which the examiner has 
relied, the Oxenkrug et al. patent, describes in an 
example that melatonin, N-acetyl serotonin (NAS) and their 
derivatives, identified as CA-15 and CA-18 , were examined 
for cognition-enhancing and neuroprotective properties in 
animal and cell models of Alzheimer's Disease-type 
neurodegeneration . As a result of the experiments carried 
out, the patentees state that the chronic administration of 
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each of the four compounds "improves cognitive performance 
of AF64A-treated rats in active avoidance and in water-maze 
tests " and that "these compounds exerted a neuroprotective 
effect against the (3-amyloid ...-induced neurotoxicity 
effect in the cerebellar granule cell culture" (column 15, 
line 65 - column 16, line 4) . 

6. The disclosures in these references do not suggest 
that melatonin can be administered to a subject who is 
receiving nicotine or a nicotine receptor agonist as 
nicotine replacement therapy to treat impairment of sleep 
quality, impairment of cognition or impairment of memory in 
a sub j ect which is an adverse effect of tobacco withdrawal . 
It is well-known that people going through tobacco 
withdrawal (nicotine withdrawal) typically suffer from 
sleep disturbances (such as increased sleep latency, sleep 
fragmentation and decreased slow wave sleep with reduced 
sleep efficiency and increased daytime sleepiness) and, as 
a result, also suffer from memory or cognition impairment 
after awakening. Nicotine replacement therapy can help 
ease these adverse effects but does not fully compensate 
for them (see, for example, Staner L. et al., Sleep Med. 
7(2):147-54 (2004), "Sleep effects of a 24-h versus a 16-h 
nicotine patch: a polysomnography study during smoking 
cessation") . 

7. Although the examiner asserted in the outstanding 
Office Action that melatonin is known to improve cognition 
and to protect against neurotoxicity, this is a significant 
oversimplification of the effects of melatonin 
administration to humans. The effects of melatonin 
administration can vary significantly depending on a 
variety of factors , including the time of day at which it 
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is administered, the amount administered, and the identity 
of any other pharmacological agents the patient is taking. 
A review of the literature on melatonin administration 
shows that the effects of melatonin on cognition, memory 
and/ or sleep are unpredictable- -although sometimes it 
appears to be useful, as in the reference cited by the 
examiner, in other instances it either has no effect or it 
impairs cognition, memory and/or sleep, as discussed below. 

8. For example, melatonin administration can shorten 
sleep latency (i.e., the time it takes to fall asleep). 
This is evidence of hypnotic activity, and melatonin, like 
hypnotic drugs, can produce a significant decrease in 
vigilance and performance during the first hours post- 
administration, particularly when administered during the 
day, when endogenous levels of melatonin are low. This 
effect is discussed in the background section of our 
application at page 4. 

9. Similarly, it has been reported that depressed 
patients who received melatonin also suffer from a loss of 
vigilance. See Sherer, M.A. et al., Neuroscience Letters 
58:277-282 (1985)). As also is discussed in the background 
section of our patent application, although melatonin 
administration has been shown to improve sleep latency in 
persons with age-related insomnia whose endogenous 
production of melatonin is low, there also are data which 
suggest that melatonin may not have sleep-inducing effects 
in people who produce sufficient amounts of the hormone . 

1 0 . Other references illustrate that melatonin 
administration often results in a decrease in cognition. 
A 1996 paper by H.A. Slotten and S. Krekling, 
Psychoneuroendocrinology 21 (8) : 673-680, focuses on the 
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issue of whether melatonin has an effect on cognitive 
performance . They note that there is significant dispute 
in the literature as to whether melatonin has any effect on 
cognitive performance and that the results from a 
"substantial body" of previous research are equivocal. In 
the study reported by these researchers, cognitive 
performance was measured during the peak serum 
concentration and also at the temperature trough following 
melatonin administration. Four tests were administered to 
measure different aspects of cognitive performance. The 
researchers found that there was a "substantial increase" 
in reaction time on all four tests following melatonin 
administration when core body temperature was 
contemporaneously reduced but that no effects were observed 
during the serum melatonin peak. The researchers found 
that these results were consistent with the theory that 
melatonin exerts an influence on cognitive performance 
primarily through its hypothermic properties. 

11. In addition, a study by Rogers et al. was 
conducted to compare neurobehavioral performance following 
the administration of melatonin or temazepam, a 
benzodiazepine hypnotic known to produce a significant 
reduction in neurobehavioral performance. Although the 
changes in performance were greater for temazepam than for 
melatonin, melatonin administration negatively affected 
performance in three of the four types of tests 
administered: tracking, memory and vigilance. It did not 
affect the results in the logical reasoning test used. The 
authors of the study reported that the administration of 
both drugs increased daytime sleepiness. See Rogers et 
al., J. Sleep Res. 12:207-212(2003). 
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12. In a paper published in 1997, Comperatore et al. 
noted that: 

Evidence of degradation of cognitive performance 
as a function of melatonin concentration has been 
reported frequently in studies designed to reveal 
melatonin induced side effects. An inverse 
relationship between dose and cognitive ability 
has emerged from studies in which exogenous 
melatonin is administered and cognitive 
performance is assessed for several hours 
thereafter . Supraphysiological levels of 
melatonin generally are associated with 
performance degradation . 
(Comperatore, C.A. et al., "Aviator's Grounding Time after 
Melatonin Administration During Rapid Deployment Missions," 
NATO - RTA - AMP Meeting, 29 Sept. - 3 Oct., 1997, 
Rotterdam. ) . 

The authors reported on the results of their own 
studies in which they administered 10 mg of melatonin 
either (a) right before the nightly sleep period and then 
evaluated the sub j ects ' performance of cognitive tasks 
several hours after awakening, or (b) at 1:00 in the 
afternoon, after which the sbjects slept from 4:30 p.m. 
until 12:30 a.m., were exposed to bright light from 1:30 
a.m. until sunrise and then to daylight and then were 
tested between 1:30 and 3:30 p.m. This second schedule 
mimicked a light -dark cycle 6 time zones east of the test 
location . In the first study, it was found that the 
persons treated with melatonin exhibited significantly 
greater vigilance errors than the placebo group, especially 
in the afternoon . In the second study, the persons treated 
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with melatonin also exhibited significantly greater 
vigilance errors than the placebo group, particularly 
shortly after awakening and in the early - mid- afternoon . 
The authors noted that there was a clear pattern of 
performance degradation in the hours immediately after 
administration and again after awakening but not later in 
the morning. The authors concluded that the results from 
the first study were in agreement with the concept that 
supraphysiological levels of melatonin are associated with 
cognitive performance degradation . With regard to their 
second study, they noted that the early-afternoon melatonin 
administration resulted in clear performance degradation in 
the hours immediately after administration but not after 
normal sleep. The message from this study is that although 
there can be some variation in the specific details, the 
administration of melatonin impairs cognitive performance. 

13. The results of a study on daytime sleep and 
performance were published by Westensen et al. in 2005 in 
the journal Sleep. The authors' objective was to see if 
the pharmacologic enhancement of daytime sleep might help 
sustain optimal cognitive performance. They noted that at 
effective doses the hypnotic Zolpidem induces sleep but 
also impairs performance. The authors investigated whether 
combining melatonin with Zolpidem would promote daytime 
sleep without exacerbating the performance impairments seen 
with Zolpidem alone. The test subjects had 8 hours of 
undisturbed nighttime sleep, then received oral Zolpidem at 
10:00 a.m. and/or melatonin at 10:30 a.m. The authors 
found that the administration of 5 mg of melatonin alone 
(no concomitant Zolpidem administration) enhanced daytime 
sleep with no memory or performance impairment and that the 
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administration of Zolpidem alone also enhanced daytime 
sleep but impaired memory and cognition. As reported in 
this study, therefore, the administration of melatonin had 
no effect on cognition and memory. 

14 . In a further study, Riemersma-van der lek et al . 
administered melatonin to elderly subjects, seeking to 
synchronize their circadian timing system through either 
light therapy or melatonin administration in an effort to 
ameliorate the progression of cognitive and non-cognitive 
symptoms often experienced by elderly patients with 
dementia. The authors found that the administration of 
melatonin shortened sleep latency but adversely affected 
the patients' scores on the Philadelphia Geriatric Centre 
Affect Rating Scale. This scale now is known as the 
Observed Emotion Rating Scale, and it measures pleasure, 
anger, anxiety/ fear, sadness and general alertness . 
Riemersma-van der lek, R.F. et al., JAMA 2 99 (22 ): 2 642-55 
(2008), "Effect of Bright Light and Melatonin on Cognitive 
and Noncognitive Function in Elderly Residents of Group 
Care Facilities: a Randomized Controlled Trial. " 

15 . As the foregoing discussion shows , it is highly 
inaccurate to assert, on the basis of the statements in the 
Oxenkrug et al. patent, that melatonin "improves 
cognition." All that can be learned from the Oxenkrug et 
al. patent is that administration of melatonin showed 
cognition-enhancing and neuroprotective properties in 
animal and cell models of Alzheimer' s Disease-type 
neurodegeneration . This limited testing does not provide a 
basis for a reasonable belief that the administration of 
melatonin will improve sleep quality, cognition or memory 
in persons undergoing nicotine replacement therapy, 
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especially in view of the numerous examples in the 
literature that melatonin administration can decrease 
cognition and memory, 

16, I further declare that all statements made herein 
of my own knowledge are true and that all statements made 
on information and belief are believed to be true; and 
further that these statements were made with the knowledge 
that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 
1001 of Title 18 of the United States Code, and that such 
willful false statements may jeopardize the validity of the 
application or any patent issued thereon. 




Moshe Laudon 



Date 



Curriculum vitae 



First Name : Moshe 
Name; Laudon 
Date of Birth: 21 March 1956 
Place of Birth: Tel-Aviv 
Nationality: Israel 
Marital Status: Married+2 



Work Neurim Pharmaceuticals Ltd. 

Address: 8 Hanechoshet St. 

Tel-Aviv 69710 
Israel 



Private 30 Herzel St. Kfar-Sava 
Address: 44444, Israel 



Tel: 972-3-6499340 
lax: 972-3-6494568 

Email: Moshel@neurim.com 



972-9-7675525 



EDUCATION/PROFESSIONAL 

Neurim Pharmaceuticals Ltd. 



2/1992 to 
present 

08/1990 to 
2/1992 

02/1987 to 
08/1990 



10/1983 to 
02/1987 



10/1981 to 
10/1983 



Director Research and 
Development 



The Hebrew University of Jerusalem (Israel) Postdoctoral Fellow 



Indiana university, School of Medicine 
Department of Physiology and Biophysics 
Indianapolis (USA) 

Tel-Aviv University (Israel) 
Department of Neurobiochemistry 
Doctoral thesis: Characterization 
and identification of the melatonin receptor 

Tel-Aviv University (Israel) 
Department of Biochemistry 



Postdoctoral Fellow 



Ph.D. 



M.Sc. 



1 0/1 978 to Tel-Aviv University (Israel) 
08/1981 Faculty of Life Sciences 



B.Sc. 



02/1975 to 
02/1978 



Israeli Defense Forces 



Tank commander 



PUBLICATIONS 1982-2002 



Original papers 

1. Zisapel N, Miskin R, Laudon M, Soreq H. Plasminogen activator is enriched in the 
synaptosomal plasma membranes. Brain Res 1982;248:129-39. 

2. Zisapel N, Egozi Y, Laudon M. Inhibition of dopamine release by melatonin: regional 
distribution in the rat brain. Brain Res 1982;246:161-3. 

3. Zisapel N, Laudon M. Dopamine release induced by electrical field stimulation of rat 
hypothalamus in vitro: inhibition by melatonin. Biochem Biophys Res Commun 
1982;104:1610-6. 

4. Zisapel N, Laudon M. Inhibition by melatonin of dopamine release from rat hypothalamus: 
regulation of calcium entry. Brain Res 1983;272:378-81. 

5. Zisapel N, Egozi Y, Laudon M. Inhibition by melatonin of dopamine release from rat 
hypothalamus in vitro: variations with sex and the estrous cycle. Neuroendocrinology 
1983;37:41-7. 

6. Zisapel N, Egozi Y, Laudon M. Circadian variations in the inhibition of dopamine release 
from adult and newborn rat hypothalamus by melatonin. Neuroendocrinology 1985;40:102-8. 

7. Laudon M, Zisapel N. Characterization of central melatonin receptors using 1251-melatonin. 
FEBSLett 1986;197:9-12. 

8. Zisapel N, Laudon M. A novel melatonin antagonist affects melatonin-mediated processes in 
vitro and in vivo. Eur J Pharmacol 1987;136:259-60. 

9. Zisapel N, Shaharabani M, Laudon M. Regulation of melatonin's activity in the female rat 
brain by estradiol: effects on neurotransmitter release and on iodomelatonin binding sites. 
Neuroendocrinology 1987;46:207-16. 

10. Laudon M, Zisapel N. Impact of circulating estradiol on melatonin binding sites in discrete 
areas of the female rat brain. Brain Res 1987;402:146-50. 

1 1 . Zisapel N, Nir I, Laudon M. Circadian variations in melatonin-binding sites in discrete areas 
of the male rat brain. FEBS Lett 1988;232:172-6. 

12. Laudon M, Yaron Z, Zisapel N. N-(2,4-dinitrophenyl)-5-methoxytryptamine, a novel 
melatonin antagonist: effects on sexual maturation of the male and female rat and on oestrous 
cycles of the female rat [corrected] [published erratum appears in J Endocrinol 1988 
Jul;118(l):168]. J Endocrinol 1988;116:43-53. 

13. Laudon M, Nir I, Zisapel N. Melatonin receptors in discrete brain areas of the male rat. 
Impact of aging on density and on circadian rhythmicity. Neuroendocrinology 1988;48:577-83. 

14. Zisapel N, Laudon M, Nir I. Melatonin receptors in discrete brain regions of the male rats: 
age associate decrese in receptor density and in circadian rythmicity. In: Reiter RJ, Pang SS, 
eds. Advances in Pineal Research: John Libly&Company Ltd., 1989. 

15. Laudon M, Hyde JF, Ben- Jonathan N. Ontogeny of prolactin releasing and inhibiting 
activities in the posterior pituitary of male rats. Neuroendocrinology 1989;50:644-9. 

16. Laudon M, Grossman DA, Ben- Jonathan N. Prolactin-releasing factor: cellular origin in the 
intermediate lobe of the pituitary. Endocrinology 1990;126:3185-92. 

17. Pescovitz OH, Berry SA, Laudon M, Ben- Jonathan N, Martin-Myers A, Hsu SM, Lambros 
TJ, Felix AM. Localization and growth hormone (GH)-releasing activity of rat testicular GH- 
releasing hormone-like peptide. Endocrinology 1990;127:2336-42. 

18. Laudon M, Zisapel N. Melatonin binding proteins identified in the rat brain by affinity 
labeling. FEBS Lett 1991;288:105-8. 

19. Ben- Jonathan N, Laudon M, Garris PA. Novel aspects of posterior pituitary function: 
Regulation of prolactin secretion. Frontires in Neuroendocrinology 1991;12:231-277. 

20. Zisapel N, Anis Y, Laudon M. The molecular basis of melatonin action: high and low- 
affinity melatonin binding sites and melatonin binding proteins. Advances in Pineal Research 
1991;6:159-168. 



21. Dymshitz J, Laudon M, Ben- Jonathan N. Endothelin-induced biphasic response of 
lactotrophs cultured under different conditions. Neuroendocrine logy 1992;55:724-9. 

22. Haimov I, Laudon M, Zisapel N, Soroujon M, Nof D, Schlitner A, Lavie P. The relationship 
between 6-sulphatoxymelatonin rhythm and insomnia in old age Adv. Pineal Research, 1994. 

23. Haimov I, Laudon M, Zisapel N, Souroujon M, Nof D, Shlitner A, Herer P, Tzischinsky O, 
Lavie P. Sleep disorders and melatonin rhythms in elderly people. Bmj 1994;309:167. 

24. Haimov I, Lavie P, Laudon M, Herer P, Vigder C, Zisapel N. Melatonin replacement 
therapy of elderly insomniacs. Sleep 1995;18:598-603. 

25. Garfinkel D, Laudon M, Nof D, Zisapel N. Improvement of sleep quality in elderly people 
by controlled-release melatonin [see comments]. Lancet 1995;346:541-4. 

26. Terlo L, Laudon M, Tarasch R, Schatz T, Caine YG, Zisapel N. Effects of low doses of 
melatonin on late afternoon napping and mood. Biological Rhythm Res 1996;28:2-15. 

27. Laudon M, Gilad E, Matzkin H, Braf Z, Zisapel N. Putative melatonin receptors in benign 
human prostate tissue. J Clin Endocrinol Metab 1996;81:1336-42. 

28. Atsmon J, Oaknin S, Laudon M, Laschiner S, Gavish M, Dagan Y, Zisapel N. Reciprocal 
effects of chronic diazepam and melatonin on brain melatonin and benzodiazepine binding sites. 
J Pineal Res 1996;20:65-71. 

29. Gilad E, Laudon M, Matzkin H, Pick E, Sofer M, Braf Z, Zisapel N. Functional melatonin 
receptors in human prostate epithelial cells. Endocrinology 1996;137:1412-7. 

30. Garfinkel D, Laudon M, Zisapel N. Improvement of sleep quality by controlled-release 
melatonin in benzodiazepine -treated elderly insomniacs. Arch. Gerontol Geriat. 1997;24:223- 
231. 

31 . Dagan Y, Zisapel N, Nof D, Laudon M, Atsmon J. Rapid reversal of tolerance to 
benzodiazepine hypnotics by treatment with oral melatonin: a case report. Eur 
Neuropsychopharmacol 1997;7: 157-60. 

32. Zisapel N, Tarash R, Laudon M. Effect of fast and controlled-released melatonin 
formulations on day-time sleep and mood. In: Webb, Puig-domingo, Moller, Pevet, eds. Pineal 
Update. Westbury: PJD Publications Ltd., 1997:355-360. 

33. Laudon M, Zisapel N. Melatonin deficiency and its implications for the tretment of insomnia 
in elderly subjects. The Aging Male 1998;1:244-253. 

34. Gilad E, Laudon M, Matzkin H, Zisapel N. Evidence for a local action of melatonin on the 
rat prostate. J Urol 1998;159:1069-73. 

35. Lissoni P, Laudon M, Barni S, Brivio F, Tisi E, Rovelli F, Chatikhine V, Fumagalli L, 
Maestroni GJM, Conti A, Tancini G. Long-term results of cancer immunotherapy with 
subcutaneous low-dose interleukin-2 plus melatonin. Int. J. Immunotherapy 1998;XIV: 169-1 74. 

36. Lissoni P, Rovelli F, Pittalis S, Casati M, Giani L, Barni S, Fumagalli L, Laudon M. 
[Therapy with melatonin does not suppress its endogenous production in healthy volunteers]. 
Recenti Prog Med 1999;90:84-5. 

37. Garfinkel D, Zisapel N, Laudon M. Facilitation of BZD discontinuation by melatonin: a new 
clinical approach. Arch Int Med, 1999:159; 2456-60. 

38. Jan JE, Connolly MB, Hamilton D, Freeman RD, Laudon M. Melatonin treatment of non- 
epileptic myoclonus in children. Dev Med Child Neurol 1999;41:255-9. 

39. Shamir E, Laudon M, Barak Y, et al. Melatonin improves sleep quality of patients with 
chronic schizophrenia. J Clin Psychiatry 2000; 61:373-7. 

40. Shamir E, Rotenberg VS, Laudon M, Zisapel N, Elizur A. First-night effect of melatonin 
treatment in patients with chronic schizophrenia. J Clin Psychopharmacol 2000; 20:691-4. 

41 . Sivan Y, Laudon M, Kuint J, Zisapel N. Low melatonin production in infants with a life- 
threatening event. Dev Med Child Neurol 2000; 42:487-91 . 

42. Jan JE, Hamilton D, Seward N, Fast DK, Freeman RD, Laudon M. Clinical trials of 
controlled-release melatonin in children with sleep-wake cycle disorders. J Pineal Res 2000; 
29:34-9. 

43. Sivan Y, Laudon M, Tauman R, Zisapel N. Melatonin production in healthy infants: 
evidence for seasonal variations. Pediatr Res 2001; 49:63-8. 



44. Shamir E, Barak Y, Shalman I, Laudon M, Zisapel N, Tarrasch R, Elizur A, Weizman 
R.. Melatonin treatment for tardive dyskinesia: a double -blind, placebo-controlled, crossover 
study. Arch Gen Psychiatry 2001; 58:1049-52. 

45. Lissoni P, Cangemi P, Pirato D, Roselli MG, Rovelli F, Brivio F, Malugani F, Maestroni 
GJ, Conti A, Laudon M, Malysheva O, Giani L. A review on cancer-psychospiritual status 
interactions. Neuroendocrinol Lett 2001; 22:175-80. 

46. Lissoni P, Malugani F, Malysheva O, Kozlov V, Laudon M, Conti A, Maestroni G. 
Neuroimmunotherapy of untreatable metastatic solid tumors with subcutaneous low-dose 
interleukin-2, melatonin and naltrexone: Modulation of interleukin-2-induced antitumor 
immunity by blocking the opioid system. Neuroendocrinol Lett 2002; 23:341-4. 

47. Tauman R, Zisapel N, Laudon M, Nehama H, Sivan Y. Melatonin production in infants: 
assiciation with perinatal factors and development. Pediatr Neurol 2002; 26:379-82. 

48. Beloosesky Y, Grinblat J, Laudon M, Grosman B, Streifler JY, Zisapel N. Melatonin 
rhythms in stroke patients. Neurosci Lett 2002; 319:103-6. 

49. Zisapel N, Laudon M. Subjective Assessment of the Effects of CNS-Active Drugs on 
Sleep by The Leeds Sleep Evaluation Questionnaire: A Review. Human Neuropsychopharmacol 
Clin Exp, 18: 1-20,2003. 

50. Lissoni P, Malugani F, Malysheva O, Kozlov V, Laudon M, Conti A, Maestroni G. 
Neuroimmunotherapy of untreatable metastatic solid tumors with subcutaneous low-dose 
interleukin-2, melatonin and naltrexone: modulation of interleukin-2-induced antitumor 
immunity by blocking the opioid system. Neuroendocrinol Lett. 2002; 23: 341-4. 

5 1 . Ferber SG, Laudon M, Kuint J, Weller A, Zisapel N. Massage therapy by mothers 
enhances the adjustment of circadian rhythms to the nocturnal period in full-term infants. J Dev 
Behav Pediatr. 2002;23 :4 1 0-5 

52. Jonas M, Garfinkel D, Zisapel N, Laudon M, Grossman E. Impaired nocturnal melatonin 
secretion in non-dipper hypertensive patients. Blood Press. 2003;12:19-24. 

53. Leppamaki S, Partonen T, Vakkuri O, Lonnqvist J, Partinen M, Laudon M. Effect of 
controlled-release melatonin on sleep quality, mood, and quality of life in subjects with seasonal 
or weather-associated changes in mood and behaviour. Eur Neuropsychopharmacol. 
2003;13:137-45. 

54. Tarrasch R, Laudon M, Zisapel N. Cross-cultural validation of the Leeds sleep 
evaluation questionnaire (LSEQ) in insomnia patients. Hum Psychopharmacol. 2003;18:603-10. 

55. Leger D, Laudon M, Zisapel N. Nocturnal 6-sulfatoxymelatonin excretion in insomnia 
and its relation to the response to melatonin replacement therapy. Am J Med. 2004 15; 1 16:91-5. 

56. N. Zisapel, R. Tarrasch, M. Laudon The relationship between melatonin and Cortisol 
rhythms: clinical implications of melatonin therapy, Drug Development Research, 2005, 65, 119 
-125. 

57. Grossman E, Laudon M, Yalcin R, Zengil H, Peleg E, Sharabi Y, Kamari Y, Shen-Orr Z, 
Zisapel N. Melatonin reduces night blood pressure in patients with nocturnal hypertension Am J 
Med.; 2006, 119:898-902. 

58. Wade AG, Ford I, Crawford G, McMahon AD, Nir T, Laudon M, Zisapel N. Efficacy of 
prolonged release melatonin in insomnia patients aged 55-80 years: quality of sleep and next- 
day alertness outcomes. Curr Med Res Opin.;2007, 23:2597-605. 

59. Lemoine P, Nir T, Laudon M, Zisapel N. Prolonged-release melatonin improves sleep 
quality and morning alertness in insomnia patients aged 55 years and older and has no 
withdrawal effects. J Sleep Res. 2007, 16:372-80. 



